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DETAILED ACTION 
Formal Matters 

Claims 1-3, 5-6, 8, 10-35, 37-39, 41-42, 44, 46, 69-89 are pending. 

Election/Restrictions 

Applicant's election without traverse of SEQ ID NO: 1 in the reply filed on 04/18/2005 is 
acknowledged. Claims 1-3, 5-6, 8, 10-35, 37-39, 41-42, 44, 46, 69-89 are under consideration. 
The requirement is still deemed proper and is therefore made FESfAL. 

Claim Objections 

Claim 22 is objected to because of the following informalities: The claims contains 
limitations drawn to non-elected inventions. Appropriate correction is required. 

Claim Rejections - 35 USC §102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 

basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in pubhc use or on 
sale in this country, more than one year prior to the date of appUcation for patent in the United States. 

Claims 1-3, 5-21, 23-24, 26-46, 69, 73 are rejected under 35 U.S.C, 102(b) as being 
anticipated by Scheller et al. (1998). 

Scheller et al. assessed the role of different receptor domains in hormone-specific 
response by testing chimeras of AR and GR for their ability to activate the androgen-specific 
enhancer of the mouse sex-limited protein (Sip) gene (page 24216, Figure 24218). The chimeric 
fusion proteins of Scheller et al. combine the amino terminal, DNA binding and ligand binding 
domains of the AR and GR in various combinations (see page 24218, Figure 1). This meets the 
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limitations in claims 1 and 69 for a fusion protein comprising a LBD from an intracellular 
receptor, and a zinc finger DBD wherein the fusion protein is a hgand activated transcriptional 
regulator. The claims recite that the LBD is modified to change hgand specificity from the 
native hormone receptor. In the Scheller reference the LBD of AR and GR are changed, thus 
meeting this Umitation. The DBD regulates transcription, thus claim 2 is anticipated. The 
chimeric proteins are nuclear hormone receptors, thus claim 3 is anticipated, and the chimeric 
proteins have altered cross reactivity compared to the original ligand, thus claim 5 is anticipated. 
The chimeric proteins of Scheller comprise zinc finger domains that meet the limitations 
regarding binding of claims 6-7. The chimeric proteins of Scheller comprise C2H2 domains in 
the zinc finger region of the DBD, thus claim 8 is anticipated, and the chimeric fusion protein 
comprises at least one zinc finger domain or variants thereof, thus claims 9, 10 and 73 are 
anticipated. Claims 1 1 and 12 are anticipated because the chimeric proteins comprise androgen 
and glucocorticoid receptors. Claim 13 is anticipated since there is no structural limitation on the 
degree by which the claimed fixsion protein may vary from either the estrogen receptor or 
progesterone receptor, thus the AR and GR chimeras of Scheller et al. meet the limitations. The 
chimeric proteins activate transcription, thus claim 14 is anticipated, and claims 15-19 are 
anticipated because there is no structural limitation on the degree by which the claimed fusion 
protein may vary from the transcription activation domains, thus the chimeric proteins of 
Scheller meet these limitations. Claim 20 is anticipated because the chimeras are ligand 
activated transcriptional regulators, and claim 21 is anticipated because there is not structural 
limitation on the "derivatives" of the repression domains which the claimed fusion proteins must 
comprise, thus the chimeric proteins meet the Umitations. 
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Scheller et al. set forth nucleic acids encoding the chimeric proteins (page 24217, column 
1, second paragraph), thus claims 23-24, 26-31. The vectors of Scheller et al. were constructed 
using viral vectors (page 24217, column 1, fifth paragraph), thus claims 32-38 are anticipated. 
Scheller et al. teaches the transfection of cells with nucleic acids encoding chimeric receptors 
and hormone response elements upstream of reporter genes thus claims, 39-46 are anticipated. 

Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patait may not be obtained though the invention is not identically disclosed or described as set forth 
in section 102 of this title, if the differences between the subject matto* sought to be patented and the prior 
art are such that the subject matta- as a whole would have been obvious at the time the invention was made 
io a person having ordinary skill in the art to which said subject matto" patains. PatentabiUty shall not be 
negatived by the manner in which the invention was made. 

Claims 1-3, 5-6, 8, 10-21, 23-35, 37-39, 41-42, 44, 46, 69-89 are rejected under 35 
U.S.C. 103(a) as being unpatentable over Scheller et al. (1998) in view of Sibson et al. 
(WO/9401548). The claims recite non- viral vectors and cells comprising nucleic acids encoding 
the fusion protiens of the invention. As taught in the above rejections under 35 USC 102, the 
Scheller reference teaches the claimed fusion proteins and nucleoitc acids. Scheller et al. does 
not teach non- viral vector. However, Sibson et al. do teach the use of non- viral vectors and cells 
to express DNA, as well as methods of producing proteins. 

It would have been obvious to one of ordinary skill in the art at the time the invention 
was made to have modified the invention of Sibson et al. by substituting a cDNA in the 
polycloning region of the vector with the polynucleotide (cDNA) of Scheller et al. for the 
purpose of transfecting a host cell as taught by Sibson et al. in view of Sibson et al.'s suggestion 
that it would be desirable to do so (pages 8-13). One of ordinary skill in the art would have been 
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motivated to make this substitution in order to express the protein encoded by the introduced 
DNA in a host cell to perform ligand binding and functional assays. There would have been a 
reasonable expectation of success for a person of ordinary skill in the art to make this invention 
since these techniques are widely used in the art and are highly successful (Sibson et al., page 10, 
line 38 - page 12, line 42). The present invention, therefore, is prima facia obvious over the 
above references in the absence of evidence to the contrary. 

Conclusion 

Claims 1-3, 5-6, 8, 10-21, 23-35, 37-39, 41-42, 44, 46, 69-89 are rejected. 

Claim 22 is objected to as being dependent upon a rejected base claim, but would be 
allowable if rewritten in independent form including all of the limitations of the base claim and 
any intervening claims. 



Advisory Information 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Joseph Murphy whose telephone number is (571) 272-0877. The 
examiner can normally be reached Monday through Friday from 7:30 am to 5:00 pm. A message 
may be left on the examiner's voice mail service. If attempts to reach the examiner by telephone 
are unsuccessful, the examiner's supervisor, Tony Caputa, can be reached on (571) 272-0829. 

The fax number for the organization where this application or proceeding is assigned is 
703-872-9306. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for pubUshed apphcations 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
apphcations is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



Joseph F. Murphy, Ph. D. 



Primary Examiner 
Art Unit 1646 
June 7, 2005 
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